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EXHIBIT D -1 



Research Plan 

A. SpftfiifiC Aims ^„^o,i..iar matrix (ECM) in the glomerulus Is an imponant 
Accumulation of ""'^ "Sln?J niome^ iniury and many cases of 
finding in most «t O'cpenm^^^^^^ that 

3 no effects. The unique eflertolTGFBo^^^^^ '^VVhen this "fSoiprinr is found In 

2 viewed as the speafic ^^M We have analyzed 

§ studies of ECM It can ^^'^^^JS^^^^^^Z fn the rat and hava found 

I ECM produciion ^^^pg^^^'^J 5%*^??^^^^^ synthosaing Increased 

^ the -footprint of T^^^f^f . Tjmis. t^^^^^ ^^jjla i^om the 

0 amounts of bighjcan f ^dj^^f ^/^^'s^^^^^^^ biglycan and dacarin . 

Z glomeruli are added Jo aJhures ot ^y?*^"^^ o', ,he proposed studies is to 

1 acSumuSS)n of ECM In glomerular disease 

^ 1 . IQ yilia: .h« pffecTs of TGFS and other growth factors on the 

2 ,0 block the action of TGFB on ECM produaion. 
?^Vo further develop an animal model of specific mesangial cell 

= iSlSs aSl Srrelaie with grawih faaor induced changes in 

S « ToWenliSmrpr^urtonolgrovrt^ 

> lelS gtoSuSng coSditioned media in Uological and 

r e ToK'Ih^^Sceolgro^.thfa^^^ 

model by antibodies and other agents capable of neutralizing tne 
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b. 
c. 



O TGFB etfecL 

O 



^- nnr-Knrm ^ ^nd HPTl I'rinnifiM^^^ designed to answer two related questiorjs 
thatha^e^g^nS^^^ 

the production of ertracejlular i^^"^) or expansion of 

influenced ^J^o^^Jl"^^ JLasL ^^?ue to^e^eos of groSrth 

S'''^*^' Overview ot the Relationship of Glomemlar Injury to Gtomerulosclerosis: 
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EXHIBIT D -2 



hybrWteatJon. I* '"'J'^^^JJ" u ra«^ If we find Increased 

analysis lo study the eiP^S^^^L^^^SS pS)"dSd by Dr. 
Snd lenasdn. The "^^^PSfi^fLgSSS m« S?^eSon levels o1 
Buoslahtrs laboratory.^ n %J»f*^jSPJ: elwated lo be 

Z fibronectJn and t?"asan ^.^oS^'SS^^^^^ ^ on 

S significant; ferefore. we a^gpa^^ 

g the proteoglycans. ^ «*P??5^gF3 mewage and that this will 

< s^^oxrit^^^fncra^^^^ 

2 step in investigating '"^^ J' TGFB mRNA. We 

g identify which otomewter^^^^^^^ on 

§ will use the cDNA prob« 1^93) to peTOo^ 

otKrafng cellsis a so"'«"' 9"^^^? We havo proposed . 

BL several expenmei^ts JJ!!'.?' ,J" .-i^^^ model of mesangial 

« amelioraie the aaion '[l^L^^olT^an^rHsHo efleoi ol 

J ^nd 3) the P™>"'J,«'" ^uX. SJnS"^^^^ 

> models ol glomerular ii^'^Ji^^^^li^n ot TGFB. This 

Sfolt'Sh ffi SSmK'ap'^ e1?,he design o. a 
Sr,o ?««rrumar.s with 8l»memlor,Bphm.s. 

S.i:.Xe.^-»^,^s^^^^ 

laeiors to idehUty ^^'^'^^^S^?^^^B.xnt in the 
SredT-~/a'n?S'SrSS^^ 

KSSSSo'S«rr?G«NA';n'rn:i''it.. Oevelop 
in fiiJU hybridlxailon techniques. y2 ^7778 
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